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AB Crystalline polymorphs of 8-chloro-6 , 11-dihydro-ll- (4-piperidylidene) - 
5H-benzo [5, 6] cyclohepta [1 , 2 -b] pyridine (descarbonylethoxyloratadine) , 
pharmaceutical compns . containing such polymorphs, and methods of 
using such polymorphs to treat allergic reactions in mammals, 
including humans, are disclosed. 
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Crystalline polymorphs of 8 -chloro-6, 11-dihydro-ll- (4 -piperidylidene) - 

5H-benzo [5, 6] cyclohepta [1, 2 -b] pyridine (I), pharmaceutical compns . containing 

such polymorphs, and methods of using such polymorphs 

to treat allergic reactions in mammals such as man are disclosed. I 

polymorph form 1 was prepared by hydrolysis of ethanolic loratadine 

in presence of KOH and recrystn. from Me iso-Bu ketone. The 

polymorph form 1 was a white crystalline solid containing 100% form 1, with 

no detectable amount of form 2 . 
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TI Comparison of ketotifen fumarate ophthalmic solution alone, 

desloratadine alone, and their combination for inhibition of the signs and 
symptoms of seasonal allergic rhinoconjunctivitis in the conjunctival 
allergen challenge model: a double -masked, placebo- and active- controlled 
trial 

AU Crampton, H. Jerome 

CS Ophthalmic Research Associates, North Andover, MA, USA 
SO Clinical Therapeutics (2003), 25(7), 1975-1987 

CODEN: CLTHDG; ISSN: 0149-2918 
PB Excerpta Medica, Inc. 
DT Journal 
LA English 

AB Background: Ketotifen fumarate is a topical antiallergic 

combination mast -cell stabilizer and antihistamine indicated for the 
temporary prevention of ocular itching due to allergic conjunctivitis. 
Desloratadine is a systemic antihistamine indicated for the treatment of 
seasonal and perennial allergic rhinitis. Objective: The purpose of this 
study was to compare the efficacy of ketotifen fc.02 5% ophthalmic solution 
instilled in the eye, desloratadine 5-mg tablets taken orally, and their 
combination for prevention of the signs and symptoms of allergic 
rhinoconjunctivitis, as induced by the conjunctival allergen challenge 
(CAC) model. Methods: This was a randomized, double -masked, placebo- and 
active-controlled, single-center clin. trial. At visit 1, the dose of 
allergen necessary to elicit a qualifying allergic reaction was determined for 
subjects meeting the entry criteria. At visit 2, the allergen dose determined 
at visit 1 was confirmed, and all subjects who had a qualifying ocular and 
nasal allergic reaction were randomized to 1 of 3 treatment groups: 
ketotifen ophthalmic solution and placebo tablet, desloratadine tablet and 
placebo eyedrop, or ketotifen and desloratadine. Subjects were instructed 
to instill 1 drop into each eye twice daily and take 1 tablet with water 
once daily at the same time as the morning eyedrop for .apprx.4 wk. At 
visit 3, subjects brought in their medication and were given 1 drop of the 
eyedrop bilaterally and 1 tablet with water. Bilateral CAC was performed 

2 h after administration of medication. Using standardized scales, 
subjects rated ocular itching at 3, 5, and 7 min after CAC; ocular tearing 
and eyelid swelling at 10, 15, and 20 min after CAC; and nasal signs and 
symptoms (sneezing, rhinorrhea and postnasal drip, pruritus, and nasal 
congestion) at 10, 20, 30, 40, and 50 min after CAC. The investigator 
graded ocular redness and chemosis at 10, 15, and 20 min after CAC. At 
all visits, subjects were offered an anti-allergy eyedrop to relieve any 
immediate ocular discomfort caused by CAC. Results: One hundred two 
subjects were screened- 82 (55 women, 27 men; mean age, 4 2.8 yr [range, 
21-70 yr] ) were randomized to treatment, and 80 completed the study. 
Subjects in the group that received ketotifen (n = 27) and the group that 
received ketotifen with desloratadine (n = 26) had significantly lower 
mean itching scores compared with those in the group that received 
desloratadine alone (n = 27) at all time points (P £ 0.05). Total 

ocular redness, calculated by summing the mean redness scores for each of the 

3 vessel beds, was significantly lower in the ketotifen group than in the 
other treatment groups at most time points (P £ 0.05) . All 
treatments attenuated nasal symptoms; no statistically significant 
differences were noted between treatment groups, with the exception of the 
50-min time point, at which combination treatment was significantly more 
effective than ketotifen alone (P ^ 0.05). The proportion of 

subjects who requested relief drops after CAC was significantly lower in 
both the ketotifen alone and combination treatment groups compared with 
the desloratadine alone group (P = 0.004). Conclusions: Ketotifen 
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ophthalmic solution significantly decreased the signs and symptoms of ocular 
and nasal allergic rhinoconjunctivitis . The addition of ketotifen to the 
oral desloratadine regimen improved the overall antiallergic efficacy of 
both medications. 
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(comparison of efficacy of ketotifen fuuiarate ophthalmic 

solution alone, desloratadine alone, and their combination for inhibition 
of signs and symptoms of seasonal allergic rhinoconjunctivitis in 
conjunctival allergen challenge model) 
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SO Frontiers of Biotechnology & Pharmaceuticals (2002), 3, 400-413 
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PB Science Press New York Ltd. 
DT Journal; General Review 
LA English 

AB A review covering the 24 new drugs approved by the Food and Drug 

Administration in the year 2001. Therapeutics are grouped according to 
the following coded areas: (A) agents affecting neurotransmitters and 
cytokines, (B) antiinflammatory agents, (C) hormone related agents, (D) 
anti-infectious agents, and (E) miscellaneous agents. A synopsis for each drug 
includes a brief description of its medical utility, a mechanism of action 
if known, a chemical structure, and a pathway for its synthesis. 
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AB Texture masked particles and chewable tablets made therefrom are 

disclosed. The texture masked particles are comprised of (i) a core 

containing an active ingredient, e.g. and antacid or non-steroidal 

ant i- inflammatory agent, (ii) an optional first layer of a taste masking 

agent that substantially covers the core, and (iii) a texture masking 

coating layer on the surface of the core comprising a film- forming polymer 

and an anti-grit agent. A taste masked particles comprise (i) a core 

containing an active ingredient, and (ii) a taste masking agent composed of an 

enteric polymer and an insol . film-forming polymer. The particles may be 

produced into a tablet form, such as a chewable tablet, that provides for 

the immediate release of the active ingredient. For example, a texture 

masking coating solution was prepared by dispersing equal amount of hydroxypropyl 

Me cellulose and polyethylene glycol 800 together with acesulfame 

potassium (1% of solids) in a solvent comprising 77% ethanol and 23% water 

so that the solid materials represented 10% of the finished solution Then, 

Et cellulose-encapsulated acetaminophen (1000 g) was sprayed with the 

texture masking coating solution prepared so that the level of the texture 

masking coating materials was 7% by weight of the total finished texture 

masked coated particles. The resulting coated particles had an average diameter 

of 380 \x. 
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AB The invention relates to inhalant compns . based on tiotropium salts and 

anti-histamines, a method for their production and their use for treating 
respiratory illnesses, e.g. allergic and non-allergic rhinitis. Thus and 
inhalation powder contained per microcapsule (ug) : tiotropium bromide 
21.7; epinastine-hydrochloride 200; lactose 4 778.3. 
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AB The title salt I-fumarate is prepared for use as an antagonist of 

PAF (platelet activating factor) and an antihistaminic (no data) . I- 
fumarate has improved hygroscopicity and light stability in 
comparison to I.3HC1 or the free base I. For example, I was prepared from 
loratadine by a sequence of: hydrolytic removal of the N-ethoxycarbonyl 
group (84%) , N-acylation with 5-methylnicotinic acid using DCC and HOBt 
(65%) , and chlorinat ion/reduction of the amide using P0C13 followed by NaBH4 
(72%) . Treatment of I with fumaric acid in EtOH gave 70% I- 
fumarate. When exposed to 98% humidity for 24 h, H20 contents 
were 5.7% for I, and 28.3% for I.3HC1, but only 0.29% for I- 
fumarate. Similarly, irradiation at 150 klx for 1 h reduced purities 
to 92.7% for I, to 74% for I.3HC1, but only to 99.2% for I. 
fumarate . 
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(intermediate; preparation of benzocycloheptapyridine derivative 
fumarate salt as PAF antagonist and antihistaminic with 
improved properties) 
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